regularly for the past two weeks. She was hospitalized and transfused three units of fresh frozen plasma. On the next day, her INR fell down to 3.6. She was, therefore, discharged and told not to use the ointment.
Six weeks later, when seen at clinic, she was well and had no more bruises. She was taking warfarin 4 mg daily and her INR was 2.2. Blood salicylate levei was zero.
Discussion
Salicylates, in general, are contraindicated in patients taking warfarin because of increased risk of bleeding. In high dose, salicylates depress prothrombin formation in the liver and also displace warfarin from protein binding sites", They also have effects on platelets which cause a tendency to bleed even in the presence of a normal INR3-5. These actions, although highly variable5.7 from one patient to another, may be lethal when major bleeding happens to occur.
Salicylates, taken in the form of topical ointment, have not been reported to interact adversely with warfarin. The anticoagulation status of our patient had been very stable since her operation. She had taken no additional medications to account for the acute rise in INR apart from methysalicylate ointment. Significant percutaneous absorption of the ointment had occurred as evidenced by a blood salicylate level of 2.5 mmol/l. The acute rise in INR of our patient had, therefore, to be explained by drug interaction between Myocardial and pericardial disease are present in about 50% of patients with scleroderma', but endocarditis is uncommon. Valvular vegetation is rare, but has been reported in five out of 28 autopsied cases with scleroderma heart disease", However, valvular vegetation is said to have no clinical aignificance'. We report a case of scleroderma with embolism to the brain and foot In whom mitral vegetation was found on echocardiography.
Case report
A 54·year-old woman was admitted with sudden onset of confusion. She had a history of occasional pains for many years involving the small joints of the hands and feet. A progressive thickening of the skin of the dorsum of the fingers and hands had been noted for about five years. A barium meal performed for haematemesis five years previously had shown a large dilated oesophagus. Raynaud's phenomenon had been diagnosed three years previously. A soft apical systolic murmur was first noted nine months prior to admission. There was no history of hypertension.
On admission the patient was disorientated to time, place and person. She was afebrile and in sinus rhythm and her blood pressure was 240/130 mmHg. The appearance of her hands and fingers was typical of scleroderma, with thickening of the skin over the dorsa, ulceration over two distal interphalangeal joints, and flexion contractures. There was a loud apical late systolic murmur, radiating to the salicylate and warfarin. Furthermore, after withdrawal of the offending drug, her INR did fall back to the previous stabilized level of 3.0.
Topical methylsalicylate ointment, which is widely used in all kinds of painful rheumatism, should not be prescribed lightly to patients on warfarin as potentially dangerous drug interaction could occur. axilla, and late inspiratory, fine crepitations were audible over the lung bases. The right dorsalis pedis and posterior tibial pulses were not palpable and the right big toewas blue. There were no splinter haemorrhages or splenomegaly, and no focal neurological signs. Investigations included: haemoglobin 8.5 g/dl, white blood cell 11.5x 10 9/l, erythrocyte sedimentation rate 10 mm/1st h, urea and electrolytes and liver function tests were normal. Serum protein electropheresis showed a polyclonal gammopathy and cryoglobulins were present (15% of total protein). A rheumatoid latex fixation test was positive, the antinuclear factor was negative. Urinalysis indicated the presence of protein and blood. A chest X·ray showed an enlarged heart. An echocardiogram revealed small sites of vegetation on the mitral valve. The FVC was 11 and the FEV! was 0.81. A computed tomography scan showed a small cortical haemorrhagic infarct in the right parietooccipital region. A gastroscopy showed a dilated oesophagus and a large gastric ulcer, which on biopsy was benign.
The patient was transfused and her confusion and hyper. tension settled spontaneously. The right big toe became gangrenous, and was amputated. Repeated blood cultures were negative. The patient was discharged to a nursing home a month later where her subsequent progress was uneventful and she remained afebrile and well, without further treatment, when seen six months later.
Discussion
This patient had scleroderma with skin changes limited to the hands, but with signs of involvement -of the gastrointestinal, cardiovascular and respiratory systems. She suffered emboli to the right foot, the brain, and probably also to the kidneys. The source of the emboli was identified as vegetation on the mitral valve. Infective endocarditis was not likely to have been the cause of the vegetation because of the repeatedly negative blood cultures and the absence of fever or known rheumatic valvular disease.
Although significant endocarditis is uncommon in scleroderma, endothelial damage in small arteries is thought to be the initial mechanism of myocardial damage". Endocarditis may occur in association with severe myocardial damage", and occasional reports show that it may have clinical significaneev". 0141-0768/89/ 080502-021$02.00/0 © 1989
The Royal Society of Medicine Valvular vegetation is known to occur rarely in scleroderma since the first description by Spuhler and Morandi", They described pea-sized, non-bacterial mitral vegetation at autopsy in a case of scleroderma, with evidence of renal and cardiac embolism. The vegetation was thought to be the counterpart of the verrucous endocarditis of Libman and Sacks, a view echoed by Oram and Stokes" who found five cases of valvular vegetation in 28 autopsy cases of scleroderma heart disease. There was no mention of embolism from these lesions in the latter report however, and because there have been no clinical reports of embolism from vegetation in scleroderma, a recent review has concluded that these lesions are without clinical significance'. It is, however, likely that our patient had systemic embolism from vegetation similar to those described in the reports mentioned above z. 6 This case is of interest because a carcinoma has developed at a relatively young age in association with a new but increasingly popular treatment in the form of in vitro fertilization. We have found no previously reported case.
Case report
In March 1987 a 34-year-old Caucasian started a programme of in vitro fertilization (lVF). She had been unable to conceive following salpingitis at 18 years causing tubal adhesions. In the past she had taken the combined oral contraceptive pill for nine years and there was no family history of breast carcinoma. She underwent two treatments with IVF in March and July 1987, receiving clomiphene citrate for five days and injections of follicle stimulating hormone (FSH). Pregnancy was not achieved on either occasion. However, she did notice that her breasts became enlarged and tender for six to eight weeks following each treatment attempt.
In September she became aware of a lump in the left breast associated with pain. This was examined two weeks later and found to be a 3 em irregular mass in the outer quadrant. No lymph nodes were palpable. A wide excision was performed and the histology showed it to be a poorly differentiated infiltrating duct carcinoma with little stroma. Ligand binding assays for oestrogen and progesterone receptors were negative.
A further attempt at IVF was cancelled and she was referred for radiotherapy. Liver screening and a technetium bone scan were negative although it was noted that there was an increased uptake of technetium in both breasts.
Discussion
Breast carcinoma can be hormone dependent and the very high levels of oestrogen associated with IVF may have influenced the development of our patient's tumour. However, caution is necessary with this theory for the following reasons.
The association between breast carcinoma and the hormone changes of pregnancy have been studied. Some studies show a more aggressive type of tumour with an increase of metastatic disease'. In other studies pregnancy did not seem to directly affect the prognosis". However, it was found that the majority of cases, as in our patient, were receptor negative. This is associated with a worse prognosis" and may indicate hormone insensitivity. It has been found that very high oestradiol levels may cause some ligand binding assays to be falsely negative, and in this patient an immunochemical technique for receptors may have been more accurate.
The oestrogen levels can be raised 10-fold during IVF but this is usually for a short time. Our patient did notice changes in her breasts for six to eight weeks following treatment, which may have been in response to changing hormone levels.
It should be taken into account that breast carcinoma in this age group is unusual but not rare. This, combined with the increasing number of women entered for IVF programmes (3717 in the UK during 1985 4 ) make a coincidental association more likely.
In addition this patient has two known risk factors for developing breast carcinoma, nulliparity and prolonged use of the oral contraceptive pill prior to pregnancy6.
The technique associated with IVF seems unlikely to be a primary aetiological factor in this patient's breast carcinoma. However, further reports of such cases would make an association more suspicious.
